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— The MAILING DATE of this communication appears on the cover sheet beneath the correspondence address- 
Period for Reply ^> 

ASHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE ^ _MONTH(S) FROM THE MAILING DATE 

OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed after SIX (6) MONTHS 
from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, such period shall, by default, expire SIX (6) MONTHS from the mailing date of this communication . 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 

Status 



)lS Responsive to communication(s) filed on 7 



□ This action is FINAL. 

□ Since this application is in condition for allowance except for formal matters, prosecution as to the merits is closed in 
accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 ; 453 O.G. 213. 

Disposition of Claims ^ / f </ 

if ciaim(s) (-^S^ 7 -TV. tc^ f iq - A^-l^ { ^V%\>. 'ffi afca peeing in the application. 
Of the above claim(s) is/are withdrawn from consideration. 

□ Claim(s) is/are allowed. 

Wblalm(s)f ^/ T \ / '*°7 *n- x % ^HT^r; f?^ ^^re^rfeted. 

□ Claim(s) ■ is/are objected to. 

□ Claim(s) are subject to restriction or election 

requirement. 

Application Papers 

□ See the attached Notice of Draftsperson's Patent Drawing Review, PTO-948. 

□ The proposed drawing correction, filed on is □ approved □ disapproved. 

□ The drawing(s) filed on is/are objected to by the Examiner. 

□ The specification is objected to by the Examiner. 

□ The oath or declaration is objected to by the Examiner. 

Priority under 35 U.S.C. § 119 (a)-(d) 

□ Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 11 9(a)-(d). 

□ All □ Some* □ None of the CERTIFIED copies of the priority documents have been 

□ received. 

□ received in Application No. (Series Code/Serial Number) r . 

□ received in this national stage application from the International Bureau (PCT Rule 1 7.2(a)). 

*Certified copies not received:. 
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The preliminary amendment of 1/17/01 has been entered. The 

, , n • oi SO 52-74 78-101, 103-116, 120-122, 126-134 
amendment canceled claims 27-50, 52 /4, ±u , 

and 137-143. 

, . , 1 oo rlaims 139-145 have been 

Since there is no claim numbered 138, claims 

5 renumbered as claims 138-144. 

Claims examined on the merits are 1-26, 51, 75-77, 102, 117-119, 

123-125, 135, 136, 143 and 144. 

Claim 135 is objected to because of the following informalities: the 
claim is objected to as being dependent on canceled claim 131. 
10 Appropriate correction is required. 

The following is a quotation of the second paragraph of 35 U.S.C. 

112: 



15 



matter which the applicant regards as his invention. 



Claims 1-25, 21, 22, 24, 25, 102, 117-119, 123-125, 135 and 136 are 
rejected under 35 U.S.C. 112, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter 
20 which applicant regards as the invention. 

Claims 1-25 are confusing and unclear by claim 1 requiring the 
presence of endogenous transglutaminase, and not being clear as to what 
the transglutaminase is endogenous to. In lines 1 and 3 of claim 1, it 
is suggested that - containing endogenous transglutaminase - be 
25 inserted after -surface", and in line 5 of the claims, before 
"endogenous" insert — the — . 
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■ ,i 94 102 117-U9, 123-125, 135 and 136, 
Where recited claims 21, 24, 102, 

■ w> and Mvsine-rich" are uncertain as to meaning and scope, 
-glutamine-rich" and lysine 

Being *rich" is relative and subjective. 

Claims 22 and 25 are conning and unclear by retiring a polymer to 

i-bpt -- polymers containing 
in line 2 of the claims, it is suggested that P o ym 

be inserted. 

T he followino is a potation c £ 35 U.S.C. 103 ,.» which forms the 
bas is for all obviousness rejection, set forth in this Office action: ^ 



Patentability simxa. — . , Qr - T , rT 

This appHcation currently names Joint inventors. In consider^ 

,,„„ 103(a), the examiner presumes 
patentability of the claims under 35 U.S.C. 

tha t the subject matter of the various claims was comply owned a the 
ti me any inventions covered therein were made absent any evidence to - 
, contrary, ^pUcant is advised of the oblivion under 3, cm *> 
point out the inventor and invention dates of each claim that was no 

, , or invention was made in order for the 
commonly owned at the time a later invention 

. * ^ n q c 103(c) and potential 

examiner to consider the applicability of 35 U.S.C. 

35 U.S.C. 102(f) or „) prior art under 35 U.S.C. 103(a). 

, , „ 23 24 26, 51, 75-77, 123-125, 135, 136, 143 and 
Claims 1, 3-19, 23, ^, 

* ^ n «? c 103(a) as being unpatentable over 

144 are rejected under 35 U.S.C. lUJiaj 

- ^ 490 980) in view of Bernstein et al (5,679,377) or 
Richardson et al (5,490,y»u) 

k- et al (5 271,961) and each taken with Won (5,145,675) (all 

Mathiowitz et al P/ Z,i '' u ' 

listed on form PTO-1449) . 
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Th e claims are drawn to a method of treating a subset by contacting 
the s*in of the subject with microparticles having surface available 
transglutaminase substrate reactive groups, and in the presence of 
endogenous or exogenous transglutaminase covalently attaching the 
5 microparticles to the s*in surface. Also claimed is a Kit and 
composition containing the microparticles. 

Richardson et al disclose attaching an active agent inherently 
containing or modified to contain an alKylamine (R'NH 2 ) group to 
nair or nails by crosslink the active agent through the alKylamine 
,„ group to glutamine residues of sKin, hair or nails ( col 2, lines 44-68, . 
The active agent may be an intact protein (col 3, line 4). 

Bernstein et al disclose protein microspheres that can be made of a 
prolamine protein containing a high number of hydrophobic amino acids 
such as glutamine (co! 5. lines 26-43, . The microspheres can be formed 
,5 entirely of protein or protein in combination with a polymer. The 

microspheres can have a si 2 e of about SO to !00 nm to about 20 microns, 
and preferably from about 100 nm to about 5 microns (paragraph bridging 
cols 8 and 9) . Composite protein-polymer microspheres can be formed by 
combining the protein with a non-protein natural or synthetic polymer 
20 (col 4, line 41 to col 5, line 24). The composite microspheres may be in 
the form of protein microspheres coated with a polymer or polymer 
microspheres coated with a protein. The protein can be modified 
chemically or enzymatically (paragraph bridging cols 6 and 7, to provide 
a property such as enhanced surface reactivity. Enhanced stability of 
25 the protein may be obtained by crosslink the protein with 

transglutaminase (col 7, lines 11-22,. The microspheres can be used for 
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, biologically active agent such as a drug to provide a 
delivery of a biologically 

, „t a targeted site (col 3, lines 40-65) . 
desired release rate at a target , . A <- n 

■ ■ a desired compound can be topically applied to 
Microspheres containing a desired cop 

. i n TTOT . v of the compound (col 
fhpr areas to provide sustained delivery of tne 

skin or other areas l.u ^ 

10, line 1 to col 11, line 31) . 

M athiowi tZ « 1 disclose the Paction and use of protem 

microspheres essentially as Bernstein et al. 

— g an active stance to s.in to provide controlled releas o 
10 the active stance for prolong activity on t h e ( col 2, 

et al in a protein microsphere and use transglutaminase to attach the 

, Hp rplease of the active agent at a 
, „^ cVin to provide release ui 
pro tein microsphere to * P Mathio „ ltz et al and Won 

, 5 desired rate as suggested by Bernstern et al 

uslng pro tein or poller microspheres to deliver an active agent at 

that transglutaminase will — - — — 
microspheres with glutamine and/or amino groups of sfcrn s.nce 
» to cro slin, protein with transglutaminase. When desiring glutamrne 

o £ot reacting with transglutamrnase, it would have been obvious to 

omit treating the protein of the microspheres with transglutaminase for 
omit ere y . d ut by Bernstein et 

lability as may be carried ouu uy 
crosslinking to increase stability 

al or Mathiowit, et al. Arming a ,it as in claims ,1 an - ^ 
25 have been obvious in view of Kichardson et al disclose «-X 14. 
5-12) providing a parage containing an active agent and 
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136 would have been obvious fro* the references srnce * 
obvious to Provide the protein microspheres with suffrcrent surface 
famine groups to attach the microspheres to ^ „ 

bo t-n claims 143 and 144, it would have been 

::;;;::;;:«:::,«« ..... » ., — — rr 

nt - is desired, and selecting a preferred 
the function of such an agent is desired, 

particle sUe within the ranges of Bernstein et al or et 
ould have retired only limited — — ^ ^ , f 
10 obvious. - imitations of dependent claims .ould have ee m ers 

disclosures of the references. 

Claims 2, 20, 21. !02 and 117-US are reacted under 
„ s C i03 ( a, as being unpatentable over the references as applred 

I -1, 23, U. 2«. SI, ,5-77. X23-l». »». 1*3 and »< 

15 claims 1, 3 iy, ^# n/1/1Q ^ 
abo ve, and further in view of Zheng et al <c2 on for. P T 0-H« 
The claims retire the transglutaminase substrate groups 

""leng et al disclose producing microspheres containing lysine amino 
20 groups to covalently lin* the microspheres to desired mole. ,les h 

- i„ll»ctide-co-glycolide) and poly(e CBZ 

microspheres are a blend of a polyllactrde g 

^lln attaching protein microspheres with transglutaminase to s.in as 

25 microspheres with lysine groups by lending the protein of the 
ml crospheres with poly, CBZ-,-lysi„e, as suggested by Zheng 
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Richard.cn et al disclose reacting alkylate groups with 
transglutaminase to provide attaint of an active agent to s*in. 

The following is a quotation of the appropriate paragraphs of 35 
U.S.C. 102 that for, the basis for the reactions under this section made 
in this Office action: 

A person shall be entitled to a patent unless -- ^ ^ 

, b , the invention was P^ented or described in a pri ^^P^^^^^a^onfyear prior 

^^^^-^^ — StateS " 

Claims 123-125, 143 and 144 are rejected under 35 U.S.C. 102(b) as 

^ • 4-^^ kw R^rnqtein et al or Mathiowitz et al. 
being anticipated by Bernstein ^ 

The protein microspheres of Bernstein et al or Mathiowitz et al are 
inherently glutamine-rich, and inherently contain sufficient 
transglutaminase reactive substrate groups on their surfaces to attach 

, • • nr^Ptirp of endogenous or exogenous 

15 the microspheres to skin m the presence or ena g 

= «= in rlaims 123-125. Crosslinking protein with 
transglutaminase as m claims 

transglutaminase as disclosed by Bernstein et al or Mathiowitz et al is 
optional and not essential. The microspheres of Bernstein et al or 
Mathiowitz et al can contain a non-nucleic acid active agent and have a 
20 particle size in the range of claims 143 and 144. 

The nonstatutory double patenting rejection is based on a judicially 

created doctrine grounded " P^^^^^^opL timewise extension 
statute) so as to prevent the justified or P p pre vent possible 
of the "right to exclude" granted by a pat ^ * P u F<3d 104 6, 29 

25 harassment by multiple assignees . See Jn re GooOma . ^ 

application. See 37 CFR 1.130(b) . 
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ZUnTe must^X compiy""h 3, CFR 3..3(b). 

Claims 1-26, 51. 75-77, 102, 117-119. 123-125. 135, 136, 143 and 1,4 
5 .ejected under the judicially created doctrine of obviousness-type double 
patenting as being unpatentable over claims 1-48 o£ U.S. Patent No. 
6,267,957 in view of Berstein et al or Mathiowitz et al and each taken 
with Won. 

The claims of the patent require attaching an agent to body tissue 
,0 by applying to the body tissue a conjugate of the agent and a linking 
m olecule such as a polymer containing giutamines or lysines in the 
presence of transglutaminase to crosslink the conjugate to the body 
tissue via the linking molecule. 

For the type of reasons set forth above, it would have been obvious 
,5 to substitute the conjugate containing an agent in the patent claims with 
protein microspheres containing the agent as suggested by Berstein et al 
or Mathiowitz et al and Won. 

Claims 22 and 25 are free of the prior art. 

Any inquiry concerning this communication or earlier communications 

v, „ih directed to David M. Naff whose telephone 
20 from the examiner should be directea to 

number is (703) 308-0520. The examiner can normally be reached on 
Monday-Thursday and every other Friday from about 8:30 AM to about 6:00 

PM. 

If attempts to reach the examiner by telephone are unsuccessful, a 
25 message can be left on voice mail. 
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If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Mike Wityshyn, can be reached at telephone number 

(703) 308-4743. 

The fax phone number is (703) 305-3014 or 308-4242. 

Any inquiry of a general nature or relating to the status of this 
application or proceeding should be directed to the Group receptionist 
whose telephone number is (703) 308-0196. 



DMN 
8/9/01 




DAVID M. NAFF 
PRIMARY EXAMINER 
ART UNIT ffiy 



